Xeroderma pigmentosum (XP) is an autosomal recessive condition associated with a marked increase in the development of malignancies. We report a 10 year girl with freckles, lentigens and keratosis on the face and neck which had gradually developed from the age of two. History of marked photophobia was present. Few months prior she developed single firm, pigmented, non-tender, freelymobile, sessile nodule over left ala of nose. Multiple frecklings with atrophic hypopigmented patches were distributed all over face and sparsely on neck. Histopathology examination (HPE) from growth over nasal ala revealed malignant tumour composed of spindloid to epithelioid cells arranged in sheets and nests in dermis suggestive of spitzoid melanoma. Fine needle aspiration cytology (FNAC) from left post-auricular lymph nodes revealed high cellularity comprising of many pleomorphic cells in clusters having enlarged irregular hyperchromatic nuclei. Wide local excision was done with nasolabial transposition of flap cover.
Introduction
Xeroderma pigmentosum (XP) is an autosomal recessive condition associated with a marked increase in the development of malignancies, especially cutaneous, which was first described by Hebra and Kaposi in 1874. [1] XP has an estimated incidence of 2.3 per million live births in Western Europe, 1 in 20,000 in Japan, and 1 in 250,000 in the USA. [2] XP results from mutations in any one of the eight genes, for example, XPA and XPB . The products of seven of these genes (XPA through to XPG) are involved in the recognition and repair of ultraviolet radiation (UVR)-induced photoproducts in deoxyribonucleic acid (DNA) (cyclobutane pyrimidine dimers and pyrimidine -pyrimidone photoproducts ) by the process of nucleotide excision repair (NER). [3] Defects in the eighth XP gene do not affect NER, instead these so-called XP variants (XP-V) have problems replicating DNA containing ultraviolet (UV)-induced damage. [2] The damaged DNA then accumulates characterized by cutaneous and ocular photosensitivity and an increased risk of developing cutaneous neoplasms. [4] Multiple oculocutaneous malignancies are a common manifestation on sun-exposed facial areas in patients with XP, commonly basal cell carcinoma, squamous cell carcinoma, and malignant melanoma. [5] Spitzoid melanoma is the term reserved for a rare group of tumors with striking resemblance to Spitz nevus, often developing in young individuals that are occasionally diagnosed with melanoma in retrospect after the development of metastases. [6] Spitzoid melanomas can occur in children but are more common in adults, clinically presenting as changing nodular amelanotic lesions, but less often pigmented and variegated in color which may become crusted and ulcerated. Due to the fact that spitzoid melanoma shares many histopathologic features with Spitz nevus, it is one of the most difficult to diagnose lesions in dermatopathology. Therefore, ancillary studies with immunohistochemistry using Ki-67/MIB-1 proliferation marker, S100A6 protein expression, cluster of differentiation 99 expression, and molecular diagnostic techniques (HRAS maps to chromosome 11p, BRAF gene mutation) can add extra edge in diagnosis in young adults. [7] XP is fatal in the third decade but reducing sun exposure, and earlier management of oculocutaneous malignancies improves survival. Early detection of these malignancies is necessary because they are fast growing, metastasize early, and lead to death. [8] Albeit cases of melanoma had been reported earlier; however, there are very few literatures on spitzoid variety of melanoma in XP. Here, we are reporting a case of XP having spitzoid melanoma.
Case Report
A 10-year-old girl reported with freckles, lentigines, and keratosis on the face and neck which had gradually developed from the age of 2 years. History of consanguineous marriage was present in her parents. One of her elder sisters, who developed similar freckling and lentigines, died at the age of 2 years. History of marked photophobia was present, and lesions were present mainly on exposed areas. The symptoms had become worse in the past 2 years. About 2 months ago, she had developed a single nodule over the left ala of the nose [ Figure 1 ]. It was firm, pigmented, nontender, freely mobile, sessile, and measured about 2.5 cm × 2 cm in diameter with a lobular surface showing hemorrhagic crusting. She also had left submandibular and bilateral postauricular lymphadenopathy.
Multiple frecklings interspersed with atrophic hypopigmented patches were distributed all over the face and sparsely on the neck. Multiple solar lentigines were present over the face and neck [ Figure 2 ]. Trunk and extremities were relatively spared.
Ophthalmological examination revealed bilateral lentigines present on the sclera, but corneal opacities and keratitis were not found.
Mucous membranes, teeth, hair, and nails showed no abnormalities. General physical and systemic examinations were normal. Sexual development was within normal limit. No neurologic involvements were found.
Routine blood investigations were normal. Skin biopsy was done from two sites -one from the right side of the cheek and the second one from growth over the left nasal ala. Histopathological examination (HPE) from cheek showed increase of melanin in the basal layer with transepidermal migration of melanosomes, mild pericapillary lymphocytic infiltration with scattered melanophages found in the upper dermis [ Figure 3 ]. HPE from growth over nasal ala revealed malignant tumor composed of spindloid to epithelioid cells arranged in sheets and nests in dermis. Cells had pleomorphic vesicular nuclei with prominent nucleoli and moderate amount of cytoplasm along with many abnormal mitotic figures. Stroma showed lymphocytic cell infiltration. The superficial dermis revealed dilated capillaries and note is made of pagetoid spread of tumor [ Figure 4 ].
Fine-needle aspiration cytology from the left postauricular lymph nodes revealed high cellularity comprising many pleomorphic cells in clusters having enlarged irregular hyperchromatic nuclei. Few multinucleated cells had brown pigment (melanin) along with few histiocytes containing some pigment. Many atypical mitotic figures were found.
Wide local excision was done with nasolabial transposition of flap cover. On subsequent visits, there was no recurrence of lesion. Patient has been advised for rigorous photoprotection by using broad-brimmed hat, wearing double-layered clothing, and using sun-block creams and sunglasses with side shields.
Discussion
XP is a rare human, autosomal recessive skin and neurodegenerative disease in which exposure to sunlight can result in a high incidence of skin and mucous membrane cancer including squamous and basal cell carcinomas and melanomas. [9, 10] In classical XP, the median age of onset of the cutaneous symptoms is between 1 and 2 years. Patients with XP under 20 years of age have greater than 10,000fold risk of cutaneous basal cell or squamous cell carcinoma or malignant melanoma. XP patients have >10,000-fold risk over their lives of developing nonmelanocytic skin cancer compared to the general population and >2000-fold risk for melanoma.
On histopathology, spitzoid melanoma characteristically has a higher degree of cytologic atypia than Spitz nevus. The melanocytes, which can epithelioid or spindle shaped, have large, pleomorphic, hyperchromatic nuclei, and prominent basophilic to eosinophilic nucleoli. The nucleoli can measure half of the diameter of nuclei. In spitzoid melanoma, melanocytes frequently have nuclei containing several nucleoli, some of which are irregular in shape. Epithelioid melanocytes have abundant eosinophilic cytoplasm; however, some melanocytes have amphophilic to pale-staining cytoplasm. [7] In the present study, histopathological findings from growth over the nasal ala revealed malignant tumor composed of spindloid to epithelioid cells arranged in sheets and nests in dermis which have pleomorphic vesicular nuclei with prominent nucleoli and moderate amount of cytoplasm along with many abnormal mitotic figures. Stroma showed lymphocytic cell infiltration. Superficial dermis revealed dilated capillaries and note is made of pagetoid spread of tumor, and these findings are consistent with spitzoid variety of melanoma.
Another study carried out by Fazaa et al. with 12 patients developed melanomas of 216, among which four patients presented with metastatic melanoma. Surgical excision was done for all lesions except for one lesion which was affecting the orbit.
Our patient fits into the classical description of XP with a single spitzoid melanoma on the left ala of the nose. Local excision and grafting were done. In summary, our patient fits the classical description of XP with a single spitzoid melanoma and was treated with local excision and grafting.
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